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Running Head: Information sharing and binding in FAD 
Abstract 
Background: Alzheimer’s disease (AD) as a disconnection syndrome disrupts both brain  
information sharing and memory binding functions. The extent to which these two phenotypic 
expressions are shared pathophysiological mechanisms remains unknown. Objective: To unveil 
the electrophysiological correlates of integrative memory impairments in AD towards new 
memory biomarkers for its prodromal stages. Methods: Patients with 100% risk of familial AD 
(FAD) and healthy controls underwent assessment with the VSTM binding test (VSTMBT) while 
we recorded their EEG. We applied a novel brain connectivity method (Weighted Symbolic 
Mutual Information) to EEG data. Results: Patients showed significant deficits during the 
VSTMBT. A reduction of brain connectivity was observed during resting as well as during correct 
VSTM binding, particularly over frontal and posterior regions. An increase of connectivity was 
found during VSTM binding performance over central regions. While decreased connectivity was 
found in cases in more advanced stages of FAD, increased brain connectivity appeared in cases 
in earlier stages. Such altered patterns of task-related connectivity were found in 89% of the 
assessed patients. Conclusions: VSTM binding in the prodromal stages of FAD are associated to 
altered patterns of brain connectivity thus confirming the link between integrative memory 
deficits and impaired brain information sharing in prodromal FAD. While significant loss of brain 
connectivity seems to be a feature of the advanced stages of FAD increased brain connectivity 
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characterizes its earlier stages. These findings are discussed in the light of recent proposals about 
the earliest pathophysiological mechanisms of AD and their clinical expression.  
Keywords: Alzheimer’s disease; Memory binding; Brain connectivity; Mutual Information; EEG; 
Biomarkers; PSEN1   
 
Introduction 
There is a need for affordable and reliable biomarkers for Alzheimer’s disease (AD) [1;2]. 
Electrophysiological tools are particularly appealing due to their low cost and growing robustness 
[3-5]. The present study investigates whether the impairment in visual short-term memory 
(VSTM) binding previously reported in familial AD (FAD) [6] is linked to abnormal brain 
information sharing mechanisms as informed by electrophysiological methods. We focused on 
brain connectivity analysis to unveil electrophysiological signatures of AD in the prodromal stages 
of the familial variant caused by the single mutation E280A of PSEN1 gene [7]. Such evidence 
would refine the theory about mechanisms of memory impairment in AD and would strengthen 
the reliability of this novel cognitive marker, making a case for a novel combined behavioural-
electrophysiological neurocognitive biomarker for AD. 
Both traditional and novel neuropsychological tasks assess context-rich memory functions linked 
to structures within the medial temporal lobe such as the hippocampus [8-12]. Memory functions 
relying on the functional integrity of the hippocampus decline early in the course of AD [13-15]. 
However, such functions also decline rapidly during healthy ageing [16]. This undermines the 
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specificity of such tasks and may delay the early detection of memory impairments in people who 
are likely developing AD. There is growing consensus that structures of the medial temporal lobe 
other than the hippocampus (i.e., entorhinal and perirhinal cortex), which support context-free 
memory functions, decline in early stages of AD recently described as sub-hippocampal stages 
[17;18]. Such regions have been found to be preserved throughout healthy ageing in both 
humans [19] and animal models [20]. 
The VSTM binding task complies with the definition of tests of the sub-hippocampal stages of AD 
[17]. VSTM binding has been found to be insensitive to healthy ageing [21-23] and very sensitive 
to AD [6;24;25]. Recent neuroimaging and neuropsychological studies confirmed that such a 
cognitive function can be carried out with a damaged hippocampus [26-29]. Moreover, VSTM 
binding declines in young asymptomatic carriers of the mutation E280A-PS1, which inevitably 
leads to the development of early-onset FAD [7], even when they still perform tasks of 
hippocampal functions without difficulties [6;30]. This evidence has led to the proposal that 
VSTM binding is an early cognitive marker for AD.  
Previous electrophysiological studies in presymptomatic carriers of the E280A-PS1 mutation have 
reported task-related activations which clearly distinguish between mutation carriers and non-
mutation carriers [31;32]. This evidence warrants similar investigation of VSTM binding, a 
function which has proved behaviourally sensitive to the otherwise asymptomatic stages of 
E280A-PS1 FAD [6;30]. Since the memory binding functions responsible for integrating visual 
features into unified objects require effective communication between specialised brain regions 
(e.g., colour and shape processing areas), and AD is known to disrupt information transfer 
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between brain regions, such investigation would benefit from a functional network connectivity 
approach [33]. Typically, in the VSTM binding task participants are asked to remember the link 
between objects’ features such as shapes and colours which are known to be processed in 
different brain regions. To form memory representations of such complex objects accurately, the 
brain regions involved in feature processing (e.g., shape and colour areas) should be effectively 
connected [34]. This task therefore offers the opportunity to explore, from an 
electrophysiological perspective, patterns of brain connectivity associated to memory binding. 
The analysis of brain connectivity opens up new opportunities to discover phenotypes of 
preclinical AD [35]. The two main approaches used to investigate patterns of brain connectivity, 
or lack thereof, in patients with AD are the analysis of resting-state (e.g., Default Mode Network 
–DMN) and task-related connectivity. Both have proved informative in the presymptomatic and 
prodromal stages of AD (e.g., [36-38]). Nevertheless, there remain some challenges to be met in 
order to enable a wider and more reliable use of this novel methodology. First, methods aimed 
at investigating brain connectivity in AD ought to have both sensitivity and specificity for this type 
of dementia. Second, such methods should prove robust when applied to EEG. 
The present study addressed the hypothesis that VSTM binding deficits in the prodromal stages 
of FAD are linked to measurable electrophysiological changes which can add reliability to this 
methodology in the early identification of the AD pathology. 
 
Methods 
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Participants 
Ten patients in the Mild Cognitive Impairment (MCI) stages of FAD (MCI- FAD) and ten healthy 
controls entered the study. They were recruited in large kindred from the Colombian province of 
Antioquia in South America. The MCI-FAD patients carry a gene mutation (i.e., E280A in the PSEN-
1 gene) that leads to early-onset familial Alzheimer’s disease (E-FAD) in 100% of carriers [7]. 
Healthy controls were recruited from the general population. At the time of assessment all the 
participants were having an active working life, were living independently and were off 
medication. Patients with MCI-FAD met the definition proposed by Acosta-Baena et al [39]. They 
were randomly selected from the database of the Neuroscience Group of Antioquia and had 
undergone a comprehensive clinical and neuropsychological assessment no longer than 6 
months prior to EEG assessment. MCI-FAD patients and controls did not significantly differ in age 
or years of education (see Table 1). All participants gave informed consent to take part in the 
study which was approved by the relevant Ethics Committees. 
 
Assessment 
Neuropsychological Battery 
The Neuropsychological Battery comprised the Mini Mental State Examination (MMSE) [40], 
Memory Impairment Screen [10] and Memory Capacity Test [41] which have been validated in 
this population [42], the brief version of the Boston Naming Test [43], Word List Learning from 
CERAD [44], Spanish version of Verbal Fluency Test (Category Animals, adapted from [45], the 
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Copy and Recall of the Complex Figure of Rey-Osterrieth [46;47], Part-A of the Trail Making Test 
(TMT) [48]. We also collected data from Instrumental Activities of Daily Living (IADL, [49]) and 
basic Activities of Daily Living (Barthel Index, [50]). 
 
The VSTM Binding Task 
The VSTM binding task was that reported by Parra et al. [6]. The task assessed VSTM for arrays 
of stimuli presented on a computer screen (Figure 1). Stimuli were randomly selected from a set 
of eight shapes and a set of eight colours and were presented either independently (i.e., VSTM 
for single features) or combined (i.e., VSTM binding). Each type of stimuli was presented in a 
separate condition. During the task, participants were presented with arrays of three items. The 
trial design for each condition of the VSTM task is shown in Figure 1. The task was based on a 
change detection paradigm. At the beginning there was a fixation screen for 1000 msec. This was 
followed by the study display which was presented for 500 msec. The study display presented 
three items as explained above. After the study display there was an unfilled retention interval 
of 900 msec which was followed by the test display. The participants had to recognise if the items 
presented in the test display were the same or different from those presented at study. In 50% 
of the trials the items were the same in both displays (i.e., “same trials”.) In the other 50%, two 
items in the test display were different (i.e., “different trials”). 
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Figure 1. The VSTM task (see description in text). 
One condition assessed VSTM for shapes and one assessed VSTM for shape-colour bindings. In 
the Shape Only condition, arrays of shapes were presented in the study display. In the test display 
for the “different trials”, two shapes from the study array were replaced with two new shapes 
which were randomly drawn from the set of shapes. Hence, only VSTM for individual shapes was 
required to detect a change. In the Shape-Colour Binding condition, combinations of shapes and 
colours were presented in the study display. In the test display for the “different trials” two 
shapes swapped the colours in which they had been shown in the study display. Hence, memory 
for bindings of shape and colour in the study display was required in order to detect this change. 
No shape or colour was repeated within a given array. Each condition consisted of a brief practice 
session using flashcards followed by 100 test trials per experimental condition (200 trials in total). 
The task for the participants was to detect when a change had occurred and to report orally 
‘same’ or ‘different’ as appropriate. Participants were instructed to respond when the 
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experimenter requested such responses. This procedure allowed the isolation of the artefact 
induced by verbal responses. The experimenter then entered participants’ responses using the 
keyboard. Trials were fully randomized across participants and conditions were delivered in a 
counterbalanced order. 
For the present study we chose to use Shape Only as the baseline condition instead of both Shape 
and Colour Only as reported in earlier studies [6;24]. Previous research has shown that memory 
for bindings is consistently defined by memory for the more challenging feature [26;51;52]. It is 
therefore revealing when this relationship between memory for bindings and memory for shapes 
is lost in AD. Colour, by contrast, has not been seen to constrain memory for bindings as 
consistently as shape has. Therefore, the shape-binding comparison presents a conservative and 
reliable indicator of an impairment that is outwith task difficulty, thus our use of it in the present 
study. 
 
EEG Recording 
EEG recording was carried out while participants performed the VSTM Binding task (Figure 1). 
EEG activity was collected with SynAmps 2.5 ® system from Neuroscan. A 64-channel Quick-Cap 
was used to acquire the signal with linked mastoids as the reference. EOG signal was collected 
with 4 electrodes (HEOR, HEOL, VEOL, and VEOU) to eliminate oculomotor artefacts. Impedances 
were kept below 10 KΩ. EEG signal was sampled at 500 Hz and filtered with a bandwidth of 1 -
200 Hz. A 50Hz notch filter was also used. The recording session consisted of approximately 30 
minutes corresponding to the VSTM Binding task and 10 minutes of eyes-closed resting state.  
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Analysis 
Behavioural 
For the VSTM task we calculated corrected recognition as the proportion of hits minus false 
alarms. These data were compared across the two groups using non-parametric Mann-Whitney 
U test (see also Supplementary Supplementary Figure 1). Only patients underwent full 
neuropsychological assessment. However, controls also received the Mini Mental State 
Examination (MMSE) to ascertain normality in this group. The patients’ demographic and 
neuropsychological data were compared to the control group or to available norms [53;54] using 
independent sample or one sample t-Tests, respectively. For each pairwise comparison we 
calculated the effect size (Cohen-d: 0.2 small, 0.5 medium and 0.8 large).  
 
Brain Connectivity 
Given that VSTM binding requires effective communication between regions of the brain 
responsible for integrating stimulus features, we used a new measure of integration and global 
information sharing across distant cortical regions, called Weighted Symbolic Mutual Information 
(wSMI) [55], adapted for active tasks assessment [56] (see Figure 2).  wSMI assesses the extent 
to which two signals present non-random joint fluctuations (sharing information) providing (a) a 
fast and robust estimation of the signals’ entropies, (b) detection of nonlinear coupling and (c) 
discarding spurious correlations between EEG signals arising from common sources (See [55]). 
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WSMI involves a symbolic transformation which depends on temporal separation (here, Tau-τ 
1=2 ms, 2=4 ms, 3=8 ms, 4=16ms or 5=32 ms) each of which is sensitive to information sharing at 
specific frequency bands [56]. wSMI was computed as follows [55]. First, EEG signals from each 
channel were transformed in a series of discrete symbols that were defined by the ordering of 
the amplitude values of k time samples with a temporal separation of τ. Then, the joint probability 
of each pair of symbols was estimated and the joint probability matrix was multiplied by binary 
weights. The weights were set to zero for identical or opposite symbols, as they could reflect 
common sources, on the same or opposite sides of a single electric dipole, respectively. Formally, 
wSMI was computed as: 
 
wSMI(Xˆ,Yˆ ) =
1
log(k!)
w(xˆ, yˆ)p(xˆ, yˆ)log
p(xˆ, yˆ)
p(xˆ)p(yˆ)
yˆÎYˆ
å
xˆÎXˆ
å  
 
where, x ̂ and ŷ are the symbols present in signals X̂ and Ŷ respectively; p(x)̂ and p(ŷ) are the 
probabilities of the symbols in each signal; p(x,̂ ŷ) the joint probability of co-occurrence of 
symbols x ̂and ŷ in signals X̂ and Ŷ respectively; k the number of symbols and w(x,̂ ŷ) the binary 
weight. 
The wSMI frequency specificity was estimated by King et al. [55] based on simulations, which 
were restricted to taus 4, 8, 16 and 32 ms. We have implemented the measure also adding tau = 
2 ms but without following estimation procedures. We were interested in extending our analysis 
to faster frequency domains. We calculated the median wSMI across all channel pairs for each τ.  
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This measure (i.e., wSMI) was applied to both resting-state and task-related EEG. The two 
approaches have proved differentially informative about of the impact of early pathological 
changes in the course of AD. For example Koch et al. [38] reported reduced connectivity in 
patients with prodromal AD relative to healthy controls over parietal regions during resting MRI 
but increased connectivity over the same region during an attention-demanding task. As the 
patients assessed here were also in the prodromal stages of FAD, we anticipated that a pattern 
similar to that previously found [38]  would be observed in the present study. Regarding task-
related connectivity, we performed analyses during the whole VSTM task (from encoding to 
retrieval). However, as AD is known to disrupt memory encoding more severely than memory 
retrieval we ran a second analysis for the encoding phase. Discrepancies between these analyses 
would suggest that the locus of connectivity impairments in MCI-FAD may reside either beyond 
memory encoding or expand across memory processes. Alternatively, new insights would be 
obtained into the encoding deficits hypothesis of AD [57] from a connectivity perspective. T-tests 
were carried out with the significance threshold set at 0.01 for within-group comparisons and at 
0.05 for between-group comparisons. In order to identify the most reliable differences, only the 
last quartile of the significant differences was reported and plotted for each tail of the t-Test 
distribution (see Figure 2).  
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Figure 2. Algorithm used to build the brain connectivity maps using wSMI data (see text for more 
information about this methodology).  
 
To better quantify the differences in short- and long-distance connections between groups, we 
used a Euclidian distance connectivity function among channels [55], and applied it to the 
different conditions of the VSTM task. These were obtained with the following equation. 
 
 𝑑𝑖,𝑗 =  √(𝑥𝑖 − 𝑥𝑗)
2
+ (𝑦𝑖 − 𝑦𝑗)
2
+(𝑧𝑖 − 𝑧𝑗)
2
 
 
Where x, y and z are the Cartesian spatial coordinates which define the Euclidean distance of 
each pair of electrodes. Thus, the function d describes in a linear correlation how the connectivity 
varies with increasing distance. The correlation function analysis allowed us to investigate the 
interaction between electrodes which are at a distance d (for all possible values of d), assessing 
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connectivity variations at different levels: at the small spatial level, we analysed electrodes in 
close proximity; at the large spatial level, we studied distant regional connectivity. This 
correlation function was calculated for each subject (and for all pairs of electrodes) and averaged 
within groups. To analyse the difference between conditions, we used non-parametric 
bootstrapping. 
In addition, in order to obtain an individual-based characterization of connectivity patterns [58], 
mean wMSI values from each patient were compared with a control group using a modified t-
Test [59-63]. For these analyses we calculated connectivity inter-ROI and intra-ROI. The 
motivation for selecting the ROIs was explained above. For inter-ROI comparisons, we calculated 
the average wSMI which included each individual electrode of one to-be-contrasted ROI with all 
the electrodes of the other ROI. These individual averages (i.e., per electrode) were then 
averaged out to calculate the inter-ROI wSMI. In the case of intra-ROI comparisons, it was the 
average connectivity between all the electrodes in that given ROI.  Multiple single-case statistics 
allows assessment of significant differences between multiple individual’s test scores and 
normative values derived from a small sample (i.e., 10 controls). This modified test is more robust 
for non-normal distributions and generates few type-I errors than other single case comparisons 
[59-63]. 
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Results 
Neuropsychological Data 
Mean data from the neuropsychological assessment is presented in Table 1. MCI-FAD Patients 
presented with an amnestic multiple-domain profile [39]. 
Table 1. Mean scores from MCI-FAD patients on the demographics, clinical and 
neuropsychological variables and results from the contrast carried out against controls or 
normative values. 
  
Norms/Controls 
(n=10) 
MCI-FAD 
(n=10) 
t-Test Effect Size 
Mean SD Mean SD t, p Cohen’s d 
Age a 44.3 5.6 44.4 3.2 0.05, n.s. 0.02 
Education a 11.3 13.9 7.3 4.1 0.87, n.s. 0.38 
MMSE a 29.1 1.1 25.2 4.5 2.75, 0.023 0.86 
IADL (Lawton) out of 8 b   7.2 1.0   
ADL (Barthel) out of 50 b   50.0 0.0   
MIS (A+B) c 7.2 1.2 3.8 2.5 4.04, 0.004 1.28 
MCT Cued List 1 c 14.9 1.4 10.9 3.5 3.23, 0.014 1.10 
MCT Cued List 2 c 12.9 2.7 5.5 3.4 6.19, <0.001 1.91 
MCT Cued List 1-2 List1 c 14.2 1.9 9.9 3.8 3.22, 0.015 1.07 
MCT Cued List 1-2 List2 c 13.2 2.7 5.9 3.6 5.75, 0.001 1.80 
Verbal Fluency (Animals) c 21.4 4.8 15.3 5.0 3.66, 0.006 1.02 
Boston Naming Test c 14.1 1.3 11.1 3.2 2.79, 0.024 0.90 
Word List Total Recall c 17.6 3.7 13.1 5.4 2.51, 0.037 0.75 
Word Delayed Recall c 6.68 1.64 3.89 2.76 3.03, 0.016 0.93 
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Word List Recognition c 9.65 0.61 7.22 3.56 2.04, n.s. 0.68 
TMT c 73.67 26.44 87.75 38.30 1.04, n.s. 0.33 
ROF Copy c 26.38 4.99 21.89 5.03 2.68, 0.028 0.73 
ROF Recall c 14.32 5.18 7.33 4.89 4.29, 0.003 1.14 
a Scores derived from the control group; b Abnormities are considered based on performance 
drop relative to the total scores. c Values from norms; IADL: Instrumental Activities of Daily Living; 
ADL: Activities of Daily Living; MCT: Memory Capacity Test; MIS: Memory Impairment Screen; 
TMT: Trail Making Test; ROF: Rey-Osterrieth Figure. 
 
Behavioural data from the VSTM Task 
FAD in its prodromal stages affected VSTM for bindings (Mann-Whitney U: 22.5, Z = -2.08, p = 
0.035, d=0.83) more pronnoucedly than VSTM for single features (Mann-Whitney U: 25.0, Z = -1. 
98, p = 0.063, d=0.85) (see Supplementary Figure 1 for more information on the behavioural 
data). 
 
EEG-Brain Connectivity  
Resting state connectivity 
Nine participants per group had their resting EEG recorded. As we aimed at investigating 
connectivity differences at the group and individual level in resting and task related EEG, we 
decided to include in this analysis only participants with both recordings (n=18). A pattern of 
higher connectivity was observed for the control group mainly in the 0-20Hz frequency band (τ = 
4 – 16 ms and 5 – 32ms, see Figure 3A), both when considering pairs of electrodes and each 
electrode relative to all the others electrodes. In the latter case, the differences were more 
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evident over centro-parietal and occipital electrodes (Figure 3B). Interestingly, Euclidian distance 
analysis showed that the significance of the differences found between patients and controls 
increases as a function of the distance (Figure 3C). For both groups wSMI values increased from 
2 cm to around 8 cm and then stabilized. 
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Figure 3. (A) wSMI for each τ across the whole scalp. Graphs show mean wSMI (Y axis) for each 
group plotted across the entire array of electrodes (X axis). From left to right electrodes 
correspond to frontal, central, and posterior regions. Shaded area represents standard deviation 
across subjects. (B) Connectivity topography. Mean wSMI for each channel (left: control subjects, 
right: patients). (C) Connectivity differences. Left: line plots showing the last quartile of 
differences meeting the significance threshold. Right: matrix of t values. The graphs illustrate 
stronger connectivity in controls than in MCI-FAD patients in slow frequency bands (τ = 4 – 16ms 
and 5 – 32ms) over central-parietal and posterior channels. (D) Functional connectivity as a 
function of distance between electrodes. Patients’ connectivity is remarkably lower between 
distant than neighbouring regions (* denotes contrasts reaching the significance threshold p 
<0.001). 
In order to verify whether abnormal connectivity is identifiable at a single subject level we ran a 
multiple case-based statistics using the Crawford t-Tests across 6 ROIs (Figure 4) (see methods 
for motivation to choose these ROIs and Supplementary Figure 2 for the full set of ROIs). This 
analysis revealed that reduced brain connectivity as assessed by wSMI characterizes all the 
patients that entered this analysis (Figure 4 A and B). 
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Figure 4. (A) Individual lines plots confirming patients’ reduced connectivity (i.e., wSMI) in the 
selected ROI, more remarkably over parietal-occipital electrodes [3-3 vs 4-4: t = 0.35, p=n.s.; 5-5 
vs 6-6: t = -1.506, p=n.s.; 3-3 vs 5-5: t = 16.092, p<0.001.; 3-3 vs 6-6: t = 18.375, p<0.001]. Such a 
decrease in functional connectivity accurately discriminated between MCI-FAD and healthy 
controls. (B) Outcomes from the statistics confirming that all the patients were correctly 
classified with high confidence. 
 
Task-related connectivity 
The analysis of the whole task yielded two main findings. The first and predicted one was a 
reduced brain connectivity associated to task performance in MCI-FAD cases relative to controls. 
This was noticeable in all the frequency bands (τ = 2-32ms) in both conditions of the VSTM task 
(Shape Only and Shape-Color Binding). However, as compared to healthy controls, MCI-FAD 
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patients showed higher connectivity density during the Shape Only condition than during Shape-
Color Binding condition (Figure 5). This reduction of brain connectivity in FAD-MCI was apparent 
over anterior and posterior brain regions. Of note, reduced network activity over anterior regions 
was rather unspecific as it characterized both Shape Only and Shape-Color Binding, whereas over 
posterior regions it was more specific to Shape-Color Binding. Decreased information transfer 
over frontal lobes characterized 3 out of the 9 patients who entered this analysis (see 
Supplementary Table 1). These patients were in more advanced stages of the disease as indicated 
by the MMSE (mean of patients with decreased connectivity: 21.0±4.4 vs. 26.8±3.7 for the 
remaining sample) and the cued recall task of MCT (5.7±1.5 vs. 12.0±2.8). The results from the 
analysis of the whole task mirrored those from the analysis involving the encoding phase only 
(Supplementary Figure 3), thus suggesting that impaired connectivity in MCI-FAD patients may 
originate during the early stages of memory processing (i.e., encoding). 
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Figure 5. Connectivity analysis during the two conditions of the VSTM task including the whole 
task (i.e., from encoding to test) and the two groups. Histogram and matrix of the t-test. Line 
plots showing the last quartile of differences meeting the significance threshold. 
 
The second and unpredicted finding was increased brain connectivity around central regions 
during the Shape-Color Binding condition (Figure 6A-B). Patients’ brain connectivity between 
neighboring regions within this large ROI was higher than that of controls. Of note, increased 
information transfer (i.e., wSMI) over such regions characterized 7 out of 9 patients whereas 
decreased information transfer within the same regions only characterized 1 patient (Figure 6C). 
In line with the first finding described above, brain connectivity decreased as the distance 
between regions increased and this was more noticeable during the Shape-Color Binding 
condition (Figure 6D). The pattern of brain connectivity between adjacent regions was higher in 
patients than in controls whereas for distant regions the opposite was observed particularly 
during the Shape-Colour Binding condition. 
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Figure 6. (A) wSMI data corresponding to the Shape-Colour Binding condition of the VSTM task 
(correct trials) across the two groups distributed over the scalp. MCI-FAD patients show values 
lower than controls in frontal and occipital electrodes but higher than controls in more central 
electrodes. (B) Electrodes showing increased brain connectivity in MCI-FAD patients relative to 
controls. (C) Case-based statistics [63] confirming that all but one patient (case 6 who was 
marginal) was correctly classified when either increased or decreased brain connectivity was 
considered. (D) Functional connectivity as a function of the distance between electrodes. 
Patients’ connectivity between adjacent regions was higher than that of controls whereas the 
opposite pattern was found between distant regions particularly during the Shape-Colour Binding 
condition (* denotes contrasts reaching the significance threshold p <0.001). 
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Discussion 
 
The present study was set out to investigate whether the well documented deficits in VSTM 
binding found in patients with sporadic [24;64] and familial AD [6;30] could be accounted for by 
altered brain information sharing mechanisms as revealed by the analysis of brain connectivity. 
We predicted that if such an association existed and was detectable via such a combined 
approach (i.e., task performance and EEG recording), this methodology would yield a novel 
memory biomarker for AD. We found that patients with the mutation E280A-PSEN-1 who showed 
a profile compatible with amnestic MCI based on a standard clinical and neuropsychological 
assessments, showed significant impairments in the VSTM Binding task. Due to sample size 
limitations, we could not rely on a mixed ANOVA model to test the hypothesis of selective binding 
deficits which have been previously reported in samples of sporadic and familial AD patients 
[6;24]. However, recent studies suggest that in MCI patients, such a dissociation (i.e., VSTM 
binding deficits >> VSTM deficits during  shape processing) may be contingent upon memory load 
[65]. Patients with MCI show the well documented pattern of selective VSTM binding deficits 
when they are assessed with visual arrays 2 items [65] but not with visual arrays of 3 items [65-
67]. Taken together these earlier findings and our current data, we feel confident to suggest that 
MCI patients who are already embarked on the neurodegenerative course of FAD, such as those 
assessed here, show a pattern of binding impairments akin to that seen in patients with mild AD. 
Future studies should consider assessing them with the task presenting visual arrays of 2 items 
(see also Supplementary Figure 1 for more information on these recent findings). 
 
24 
 
Brain connectivity analyses confirmed that such cognitive impairments originated mainly from 
abnormal brain activity in the low-frequency bands. Resting state analysis showed a significant 
decrease in brain connectivity which was found at the single subject level in the entire sample of 
patients. Task related connectivity (i.e., VSTM Binding task) yielded mixed findings. Significantly 
reduced connectivity was found in patients relative to controls over frontal and posterior regions 
but increased connectivity was observed over central regions during correct trials. Abnormal 
task-related connectivity over central regions was found in 89% of the assessed patients. 
Previous studies in asymptomatic carriers of the mutation E280A-PSEN-1 have reported deficits 
in VSTM binding in the absence of other memory impairments including associative memory 
[6;30]. The mutation carriers assessed in the present study were in more advanced stages of the 
disease process [38] than those assessed in earlier studies. In the current sample, VSTM binding 
deficits were accompanied by associative memory impairments (i.e., MIS, MCT). Recent studies 
have reported on the usefulness of associative memory task such as the MCT in the early 
detection of AD [68]. However, taken together the results from previous studies and the present 
study, we can argue that VSTM binding deficits anticipate associative memory impairments. This 
evidence seems to fit well recent hypotheses about the sequence of pathological changes in the 
course of AD [17]. Didic et al. [17] hypothesised that AD first undergoes a sub-hippocampal stage 
during which context-free memory functions (e.g., familiarity based recognition, object 
recognition) supported by extra-hippocampal regions (e.g., perirhinal and entorhinal cortex) are 
affected. This is followed by the hippocampal stage during which context-rich memory functions 
such as associative memory start to decline reflecting the impact of AD on the hippocampus. The 
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hippocampal stage of AD appears to correspond to the Braak stage III which clinically expresses 
as MCI [17]. 
A recent fMRI study with healthy young volunteers showed that the network supporting 
performance during the VSTM task involves occipito-temporal regions seemingly involved in 
feature processing (i.e., shapes and colours) and posterior parietal regions specifically supporting 
feature binding [26]. This earlier study failed to find hippocampal related activity during feature 
binding either during whole-brain or ROI-based analysis. 
As it was predicted in the current study, poor VSTM binding functions in MCI-FAD are the result 
of impaired connectivity between relevant brain regions. Brain connectivity analysis during 
resting state and task performance confirmed that parietal-occipital regions are a locus of early 
pathological changes in the course of E280A-FAD. The EEG literature reporting reduced brain 
connectivity in AD during resting state is growing rapidly [69-71]. In the present study we adapted 
a new measure of integration and global information sharing across distant cortical regions (i.e., 
wSMI) [55]). This method proved robust to discriminate between patients with different states 
of consciousness in an earlier study and then was adapted for successfully tracking short-time 
connectivity during active tasks [56]. The current study is the first one reporting the use of wSMI 
in FAD. Of note, this method is particularly suited to address question about the binding problem 
as it allows investigation of information sharing across distant brain regions, a cornerstone of 
cognitive binding [72;73]. By applying this method to resting state EEG, we were able to find 
abnormal patterns of brain connectivity in all the cases that entered the analysis. Previous studies 
investigating resting state connectivity in AD have achieved sensitivity values of 72–85% and 
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specificity of 77–80% [74-76], perhaps reflecting the heterogeneity of non-genetic variants. Our 
results suggest that during resting state, connectivity mediated by long tracts is the most 
discriminative between MCI-FAD patients and Controls. Earlier studies which analysed cerebral 
coherence during resting state reported an association between reduced long-tract connectivity 
and clinical progression of AD [77] (see also [78;79]). However, similar findings were reported by 
King et al. [55] in patients with different levels of consciousness, thus suggesting that connectivity 
problems during resting state may sensitive but not be specific for clinical purposes (see also 
[80]). 
A potential solution to this caveat is to identify the pattern of brain connectivity associated to 
performance on the VSTM Binding task which has proved both sensitive and specific to AD 
[64;81]. Such an analysis revealed a network which comprises frontal, central, and parietal-
occipital regions. The pattern of connectivity shown by these regions during the different 
conditions of the VSTM Binding task suggests that they may serve different functions. In healthy 
controls, the frontal regions showed increased connectivity during correct recognition of both 
Shape Only and Shape-Colour Binding. However, the parietal-occipital regions showed a pattern 
of connectivity specific to Shape-Colour Binding. Whereas the frontal regions appear to form part 
of the network subserving general working memory functions, the parietal-occipital regions are 
seemingly serving as the feature binding hub [82-84]. This evidence closely follows previous fMRI 
studies with healthy young volunteers which found binding-specific activation over parietal-
occipital regions ([26] see also [84-86]). Such a network organization observed in healthy controls 
was missing in MCI-FAD patients, particularly in the slow frequency bands (tau = 5 - 32ms). MCI-
27 
 
FAD patients showed a pattern of connectivity more compatible with a random network (see [87] 
for similar results using fMRI). 
In contrast to the reduced functional connectivity observed in MCI-FAD patients in anterior and 
posterior nodes of the task-related network, increased connectivity was found in this group 
relative to healthy controls over central regions (see Figure 6). Interestingly, a better classification 
power in patients was achieved by increased connectivity than by decreased connectivity (see 
Supplementary Table 1). It is worth noting that compared to other brain pathologies (e.g., 
stroke), neurodegeneration can trigger atrophy-related hyperconnectivity [88]. This has been 
previously confirmed in AD [89;90]. These results add to the array of evidence confirming 
functional reorganization in E280A-PSEN1 mutation carriers at stages of the disease prior to 
diagnosis of dementia [31;32;91;92]. Such compensatory changes have also been observed in the 
course of late-onset sporadic AD in patients who are either in the Subjective Cognitive Deficits – 
SCD [93;94], in the MCI [95-98], or in the early stages of dementia ([99]; see also [100] for a recent 
meta-analysis). They have been interpreted as a maladaptive reorganization of brain functions 
which detrimentally contributes to cognitive functioning. Compensatory changes are also found 
in the normal course of ageing (i.e., Scaffolding Theory of Cognitive Ageing) [101-104]. Therefore, 
in populations at risk for late-onset sporadic AD it would be difficult to tease apart the 
contributions of normal and abnormal ageing to such compensatory changes. However, 
confounding factors such as age and comorbidities are not present in the population investigated 
here. This grants us more confidence that the functional reorganization found in this and in 
earlier studies involving this population more genuinely reflects AD related mechanisms. Such a 
reorganization was representative of the majority of patients investigated here, indicating that 
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this is a rather phenotypic feature of MCI in the course of FAD. In fact, recent studies carried out 
in the same population confirmed that the functional reorganization in asymptomatic mutation 
carriers can be observed as early as a mean age of 13.7±2.6 [36]. Taken together the results from 
these studies suggest that functional network reorganization, as indicated by increased 
connectivity, may reflect the early stages of the disease process. However, decreased 
connectivity may reveal more advanced stages. 
In the light of the results reported here one may argue that just relying on resting state 
connectivity would suffice to achieve a correct identification of MCI-FAD cases (see for example 
[105]). Resting state connectivity alterations in AD have been interpreted as Default Mode 
Network (DMN) abnormalities [75;106]. Dysfunction of the DMN has been observed in a wide 
variety of neurological and psychiatry disorders [107]. From this perspective, DMN connectivity 
in the context of dementia assessment may resemble the MMSE, both are sensitive but non-
specific. However, the increased task-related connectivity found in this study indicates the 
presence of impaired-compensated networks which have been associated to the Aβ-pathology 
in the prodromal stages of AD [38]. This impaired connectivity is linked to a memory impairment 
(i.e., binding) known to be sensitive and also specific to both sporadic and familial AD. One might 
question the extent to which the results presented here are representative of AD more generally 
or just of this rare genetic variant due to the mutation E280A-PSEN1. We have recently 
demonstrated that cases of prodromal sporadic and familial AD share a common behavioral and 
electrophysiological phenotype when it comes to VSTM binding [66]. Earlier behavioral studies 
compared cases diagnosed with dementia due to sporadic and familial AD using a visual VSTM 
Binding test [30]. The authors reported that based on performance they could not distinguish 
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between the two variants of AD even though the familial cases were younger patients from 
Colombia who had low educational level and the sporadic cases were older adults form the UK 
with high educational attainment [30]. This evidenced grants us confidence to suggest that the 
deficits we are observing here characterize AD generally regardless of its clinical variant (i.e., 
familial or sporadic). 
A limitation of the present study is the small sample size. To reduce the impact of such limitation 
we adopted a statistical approach (i.e., multiple single-case statistics) that allowed us to confirm 
effects at the individual level. This approach evaluated in a small sample of patients with 100% 
probability of developing AD grants reliability to our findings. Future studies should confirm if the 
findings reported here hold with larger samples of MCI-FAD patients. Another limitation is that 
the low and high frequency ranges covered by the τ values calculated in our study are too 
widespread. In fact, such bands are far too broad to detect standard functional brain oscillations 
within specific frequencies and their link to physiological states. Nevertheless, abnormal 
oscillatory activity in AD has been reported for a wide range of frequencies ranging from low to 
high bands [90]. Thus, the decision of using a measure of information sharing which relies on a 
broad-band approach covering low (τ = 32ms) and high (τ = 4ms) EEG frequencies may be 
considered a more feasible methodology to characterize aberrant oscillations in the prodromal 
course of FAD (see also ([91]). 
 
 
 
30 
 
Conclusions  
 
By applying the analysis of a novel connectivity method to EEG data collected during VSTM 
binding performance from carriers of the mutation E280A-PSEN1 who inevitably develop FAD we 
have identified electrophysiological signatures of the impairment found in this memory function. 
This is the first study confirming the role of brain information sharing in VSTM binding functions 
and the disruption of such mechanisms as the underlying physiopathology of integrative memory 
deficits found in FAD. Such a disruption may be informed either by patterns of increased or 
decreased connectivity. They appear to account for poor task performance at different stages of 
the disease process. This biological evidence further strengthens the theory supporting this novel 
memory task and confirms its potential value as a memory biomarker for AD. 
 
Abbreviations  
 
AD: Alzheimer’s disease; E280A-PSEN1: Mutation E280A in the Presenilin 1 gene; EEG: 
Electroencephalogram, FAD: familial Alzheimer’s disease; MCI: Mild Cognitive Impairment; MCI-
FAD: Mild Cognitive Impairment due to familial Alzheimer’s disease; VSTM: Visual Short-Term 
Memory. 
 
 
31 
 
Conflict of Interest  
 
The authors declare no conflicts of interest.  
 
Acknowledgments  
 
MAP work was supported by Alzheimer’s Society, Grants AS-R42303 and AS-SF-14-008. This study 
was also supported by the MRC grant # MRC-R42552, awarded to MAP in collaboration with AI, 
SDS, FM and JS. AI was partially supported by grants from CONICET, CONICYT/FONDECYT Regular 
(1130920 and 1170010), FONCyT-PICT 2012-0412, 2012-1309, FONDAP 15150012, and the INECO 
Foundation. EM was supported by CONICET. We acknowledge the contribution from CODI, 
University of Antioquia, whose Sustainability Programme 2015-2016 supported the Neuroscience 
Group of Antioquia led by Professor Francisco Lopera. We also acknowledge the support from 
the Alzheimer´s Scotland Dementia Research and the Centre for Cognitive Ageing and Cognitive 
Epidemiology part of the cross council Lifelong Health and Wellbeing Initiative (MR/K026992/1) 
both from the University of Edinburgh.  
32 
 
References 
 
 [1]  Sperling RA, Karlawish J, Johnson KA. Preclinical Alzheimer disease[mdash]the challenges 
ahead. Nat Rev Neurol 9(1): 54-8 (2013). 
 [2]  Sperling RA, Aisen PS, Beckett LA, Bennett DA, Craft S, Fagan AM, et al. Toward defining 
the preclinical stages of Alzheimer's disease: recommendations from the National 
Institute on Aging-Alzheimer's Association workgroups on diagnostic guidelines for 
Alzheimer's disease. Alzheimers Dement 7(3): 280-92 (2011). 
 [3]  Yener GG, Basar E. Biomarkers in Alzheimer's disease with a special emphasis on event-
related oscillatory responses. Suppl Clin Neurophysiol 62: 237-73 (2013). 
 [4]  Poil SS, De Haan W, van der Flier WM, Mansvelder HD, Scheltens P, Linkenkaer-Hansen K. 
Integrative EEG biomarkers predict progression to Alzheimer's disease at the MCI stage. 
Frontiers in Aging Neuroscience 5 (2013). 
 [5]  Pievani M, de Haan W, Wu T, Seeley WW, Frisoni GB. Functional network disruption in 
the degenerative dementias. Lancet Neurol 10(9): 829-43 (2011). 
 [6]  Parra MA, Abrahams S, Logie RH, Mendez LG, Lopera F, Della Sala S. Visual short-term 
memory binding deficits in familial Alzheimer's disease. Brain 133(9): 2702-13 (2010). 
 [7]  Lopera F, Ardilla A, Martinez A, Madrigal L, rango-Viana JC, Lemere CA, et al. Clinical 
features of early-onset Alzheimer disease in a large kindred with an E280A presenilin-1 
mutation. JAMA 277(10): 793-9 (1997). 
33 
 
 [8]  Auriacombe S, Helmer C, Amieva H, Berr C, Dubois B, Dartigues JF. Validity of the free and 
cued selective reminding test in predicting dementia: the 3C study. Neurology 74(22): 
1760-7 (2010). 
 [9]  Buschke H. Rationale of the memory binding test. In: Nilsson L, Ohta H, editors. Dementia 
and Memory. First ed. East Sussex: Psychology Press; 2014. p. 55-71. 
 [10]  Buschke H, Kuslansky G, Katz M, Stewart WF, Sliwinski MJ, Eckholdt HM, et al. Screening 
for dementia with the memory impairment screen. Neurology 52(2): 231-8 (1999). 
 [11]  Fields JA, Ferman TJ, Boeve BF, Smith GE. Neuropsychological assessment of patients with 
dementing illness. Nat Rev Neurol 7(12): 677-87 (2011). 
 [12]  Amariglio RE, Frishe K, Olson LE, Wadsworth LP, Lorius N, Sperling RA, et al. Validation of 
the Face Name Associative Memory Exam in cognitively normal older individuals. Journal 
of Clinical and Experimental Neuropsychology 34(6): 580-7 (2012). 
 [13]  de Rover M, Pironti VA, McCabe JA, Acosta-Cabronero J, Arana FS, Morein-Zamir S, et al. 
Hippocampal dysfunction in patients with mild cognitive impairment: A functional 
neuroimaging study of a visuospatial paired associates learning task. Neuropsychologia 
49(7): 2060-70 (2011). 
 [14]  Sarazin M, Chauvire V, Gerardin E, Colliot O, Kinkingnehun S, de Souza LC, et al. The 
amnestic syndrome of hippocampal type in Alzheimer's disease: an MRI study. J 
Alzheimers Dis 22(1): 285-94 (2010). 
34 
 
 [15]  Sperling RA, Bates JF, Chua EF, Cocchiarella AJ, Rentz DM, Rosen BR, et al. fMRI studies of 
associative encoding in young and elderly controls and mild Alzheimer's disease. J Neurol 
Neurosurg Psychiatry 74(1): 44-50 (2003). 
 [16]  Old SR, Naveh-Benjamin M. Differential effects of age on item and associative measures 
of memory: a meta-analysis. Psychol Aging 23(1): 104-18 (2008). 
 [17]  Didic M, Barbeau EJ, Felician O, Tramoni E, Guedj E, Poncet M, et al. Which memory 
system is impaired first in Alzheimer's disease? J Alzheimers Dis 27(1): 11-22 (2011). 
 [18]  Juottonen K, Laakso MP, Insausti R, Lehtovirta M, Pitkanen A, Partanen K, et al. Volumes 
of the entorhinal and perirhinal cortices in Alzheimer's disease. Neurobiol Aging 19(1): 15-
22 (1998). 
 [19]  Insausti R, Juottonen K, Soininen H, Insausti AM, Partanen K, Vainio P, et al. MR volumetric 
analysis of the human entorhinal, perirhinal, and temporopolar cortices. AJNR Am J 
Neuroradiol 19(4): 659-71 (1998). 
 [20]  Rapp PR, Deroche PS, Mao Y, Burwell RD. Neuron number in the parahippocampal region 
is preserved in aged rats with spatial learning deficits. Cereb Cortex 12(11): 1171-9 (2002). 
 [21]  van GB, Parra MA, Kessels RP. Cognitive and neuropsychological underpinnings of 
relational and conjunctive working memory binding across age. Memory: 1-11 (2014). 
 [22]  Parra MA, Abrahams S, Logie R, Della Sala S. Age and binding within-dimension features 
in visual short term memory. Neuroscience Letters 449: 1-5 (2009). 
35 
 
 [23]  Brockmole JR, Parra MA, Della Sala S, Logie R. Do Binding Deficits Account for Age-Related 
Decline in Visual Working Memory? Psychonomic Bulletin & Review 15(3): 543-7 (2008). 
 [24]  Parra MA, Abrahams S, Logie RH, Della SS. Visual short-term memory binding in 
Alzheimer's disease and depression. J Neurol 257(7): 1160-9 (2010). 
 [25]  Della Sala S, Kozlova I, Stamate A, Parra MA. A transcultural cognitive marker of 
Alzheimer's Disease. Int J Geriatr Psychiatry: n/a (2017). 
 [26]  Parra MA, Della Sala S, Logie RH, Morcom AM. Neural correlates of shapecolor binding 
in visual working memory. Neuropsychologia 52(0): 27-36 (2014). 
 [27]  Parra MA, Fabi K, Luzzi S, Cubelli R, Hernandez VM, Della SS. Relational and conjunctive 
binding functions dissociate in short-term memory. Neurocase (2013). 
 [28]  Baddeley A, Jarrold C, Vargha-Khadem F. Working memory and the hippocampus. J Cogn 
Neurosci 23(12): 3855-61 (2011). 
 [29]  Baddeley A, Allen R, Vargha-Khadem F. Is the hippocampus necessary for visual and verbal 
binding in working memory? Neuropsychologia 48(4): 1089-95 (2010). 
 [30]  Parra MA, Sala SD, Abrahams S, Logie RH, Mendez LG, Lopera F. Specific deficit of colour-
colour short-term memory binding in sporadic and familial Alzheimer's disease. 
Neuropsychologia 49(7): 1943-52 (2011). 
36 
 
 [31]  Quiroz YT, Ally BA, Celone K, McKeever J, Ruiz-Rizzo AL, Lopera F, et al. Event-related 
potential markers of brain changes in preclinical familial Alzheimer disease. Neurology 
77(5): 469-75 (2011). 
 [32]  Bobes MA, Garcia YF, Lopera F, Quiroz YT, Galan L, Vega M, et al. ERP generator anomalies 
in presymptomatic carriers of the Alzheimer's disease E280A PS-1 mutation. Human Brain 
Mapping 31(2): 247-65 (2010). 
 [33]  Pievani M, Filippini N, van den Heuvel MP, Cappa SF, Frisoni GB. Brain connectivity in 
neurodegenerative diseases[mdash]from phenotype to proteinopathy. Nat Rev Neurol 
10(11): 620-33 (2014). 
 [34]  Lafer-Sousa R, Conway BR. Parallel, multi-stage processing of colors, faces and shapes in 
macaque inferior temporal cortex. Nat Neurosci 16(12): 1870-8 (2013). 
 [35]  Ibañez A, Parra MA. Mapping memory binding onto the connectome's temporal 
dynamics: toward a combined biomarker for Alzheimer's disease. Front Hum Neurosci 8: 
237 (2014). 
 [36]  Quiroz YT, Schultz AP, Chen K, Protas HD, Brickhouse M, Fleisher AS, et al. Brain Imaging 
and Blood Biomarker Abnormalities in Children With Autosomal Dominant Alzheimer 
Disease: A Cross-Sectional Study. JAMA Neurol (2015). 
 [37]  Brier MR, Thomas JB, Fagan AM, Hassenstab J, Holtzman DM, Benzinger TL, et al. 
Functional connectivity and graph theory in preclinical Alzheimer's disease. Neurobiol 
Aging 35(4): 757-68 (2014). 
37 
 
 [38]  Koch K, Myers NE, Gottler J, Pasquini L, Grimmer T, Forster S, et al. Disrupted Intrinsic 
Networks Link Amyloid-beta Pathology and Impaired Cognition in Prodromal Alzheimer's 
Disease. Cereb Cortex (2014). 
 [39]  Acosta-Baena N, Sepulveda-Falla D, Lopera-Gomez CM, Jaramillo-Elorza MC, Moreno S, 
Aguirre-Acevedo DC, et al. Pre-dementia clinical stages in presenilin 1 E280A familial 
early-onset Alzheimer's disease: a retrospective cohort study. Lancet Neurol 10(3): 213-
20 (2011). 
 [40]  Folstein MF, Folstein SE, McHugh PR. "Mini-mental state". A practical method for grading 
the cognitive state of patients for the clinician. J Psychiatr Res 12(3): 189-98 (1975). 
 [41]  Buschke H, Sliwinski MJ, Kuslansky G, Lipton RB. Diagnosis of early dementia by the 
Double Memory Test: encoding specificity improves diagnostic sensitivity and specificity. 
Neurology 48(4): 989-97 (1997). 
 [42]  Romero Vanegas SJ, Valencia Marin CM, Aguirre Acevedo DC, Buschke H, Lopera F. Verbal 
episodic memory at the preclinical and early phases of familiar early - onset Alzheimer 
disease caused by E280A mutation at PS1. Acta Neurol+¦gica Colombiana 26: 177-94 
(2010). 
 [43]  Kaplan E, Gooidglass H, Weintraub S. Boston Naming Test. Philadelphia: Lea and Febiger.; 
1983. 
38 
 
 [44]  Morris JC, Heyman A, Mohs RC, Hughes JP, van BG, Fillenbaum G, et al. The Consortium 
to Establish a Registry for Alzheimer's Disease (CERAD). Part I. Clinical and 
neuropsychological assessment of Alzheimer's disease. Neurology 39(9): 1159-65 (1989). 
 [45]  Sumerall SW, Timmons PL, James AL, Ewing MJ, Oehlert ME. Expanded norms for the 
Controlled Oral Word Association Test. J Clin Psychol 53(5): 517-21 (1997). 
 [46]  Osterrieth PA. Le test de copie d'une figure complex: Contribution a l'etude de la 
perception et de la memoire. Arch Psychol 30: 206-356 (1944). 
 [47]  Rey A. L'examen psychologique dans les cas d'encephalopathie traumatique. Arch Psychol 
28(286): 340 (1941). 
 [48]  Reitan RM. Validity of the Trail Making test as an indicator of organic brain damage. 
PerceptMotor Skills 8: 271-6 (1958). 
 [49]  Lawton MP, Brody EM. Assessment of older people: self-maintaining and instrumental 
activities of daily living. Gerontologist 9(3): 179-86 (1969). 
 [50]  Wade DT, Collin C. The Barthel ADL Index: a standard measure of physical disability? Int 
Disabil Stud 10(2): 64-7 (1988). 
 [51]  Allen RJ, Baddeley AD, Hitch GJ. Is the binding of visual features in working memory 
resource-demanding? J Exp Psychol Gen 135(2): 298-313 (2006). 
 [52]  Wheeler ME, Treisman AM. Binding in short-term visual memory. J Exp Psychol Gen 
131(1): 48-64 (2002). 
39 
 
 [53]  Aguirre-Acevedo DC, Gomez RD, Moreno S, Henao-Arboleda E, Motta M, Munoz C, et al. 
Validity and reliability of the CERAD-Col neuropsychological battery. Rev Neurol 45(11): 
655-60 (2007). 
 [54]  Ardila A, Lopera F, Rosselli M, Moreno S, Madrigal L, rango-Lasprilla JC, et al. 
Neuropsychological profile of a large kindred with familial Alzheimer's disease caused by 
the E280A single presenilin-1 mutation. Arch Clin Neuropsychol 15(6): 515-28 (2000). 
 [55]  King JR, Sitt JD, Faugeras F, Rohaut B, El Karoui I, Cohen L, et al. Information Sharing in the 
Brain Indexes Consciousness in Noncommunicative Patients. Current biology : CB 23[19], 
1914-1919. 7-10-2013.  
Ref Type: Abstract 
 [56]  Hesse E, Mikulan E, Decety J, Sigman M, Garcia MC, Silva W, et al. Early detection of 
intentional harm in the human amygdala. Brain 139(Pt 1): 54-61 (2016). 
 [57]  White KG, Ruske AC. Memory deficits in Alzheimer's disease: the encoding hypothesis and 
cholinergic function. Psychon Bull Rev 9(3): 426-37 (2002). 
 [58]  Sajjadi SA, Acosta-Cabronero J, Patterson K, Diaz-de-Grenu LZ, Williams GB, Nestor PJ. 
Diffusion tensor magnetic resonance imaging for single subject diagnosis in 
neurodegenerative diseases. Brain 136(Pt 7): 2253-61 (2013). 
 [59]  Crawford JR, Garthwaite PH. Single-case research in neuropsychology: a comparison of 
five forms of t-test for comparing a case to controls. Cortex 48(8): 1009-16 (2012). 
40 
 
 [60]  Crawford JR, Garthwaite PH, Ryan K. Comparing a single case to a control sample: testing 
for neuropsychological deficits and dissociations in the presence of covariates. Cortex 
47(10): 1166-78 (2011). 
 [61]  Crawford JR, Garthwaite PH, Howell DC. On comparing a single case with a control sample: 
an alternative perspective. Neuropsychologia 47(13): 2690-5 (2009). 
 [62]  Crawford JR, Garthwaite PH. Investigation of the single case in neuropsychology: 
confidence limits on the abnormality of test scores and test score differences. 
Neuropsychologia 40(8): 1196-208 (2002). 
 [63]  Crawford JR, Howell DC. Comparing an Individual's Test Score Against Norms Derived 
from Small Samples. The Clinical Neuropsychologist 12(4): 482-6 (1998). 
 [64]  Parra MA, Abrahams S, Fabi K, Logie R, Luzzi S, Della Sala S. Short-term memory binding 
deficits in Alzheimer's disease. Brain 132(Pt 4): 1057-66 (2009). 
 [65]  Parra MA, Fernandez-Guinea S, Sanchez L, Suarez B, Frank A, Olazaran J, et al. When is 
short-term memory binding selectively impaired in Mild Cognitive Impairment? 
Alzheimer's & Dementia: The Journal of the Alzheimer's Association 12(7): 761 (2016). 
 [66]  Pietto, M., Parra, M. A., Trujillo, N., Flores, F., Garcia, A. M., Bustin, J. et al. Behavioral and 
Electrophysiological Correlates of Memory Binding Deficits in Patients at Different Risk 
Levels for Alzheimer's Disease. J Alzheimers Dis 53: 1325-1340 (2016). 
41 
 
 [67]  Koppara A, Frommann I, Polcher A, Parra MA, Maier W, Jessen F, et al. Feature Binding 
Deficits in Subjective Cognitive Decline and in Mild Cognitive Impairment. J Alzheimers Dis 
48 Suppl 1: S161-S170 (2015). 
 [68]  Papp KV, Amariglio RE, Mormino E, Hedden T, Dekhytar M, Johnson KA, et al. Free and 
cued memory in relation to biomarker-defined Abnormalities in clinically normal older 
Adults and those at risk for Alzheimer's disease. Neuropsychologia (2015). 
 [69]  McBride J, Zhao X, Munro N, Smith C, Jicha G, Jiang Y. Resting EEG discrimination of early 
stage Alzheimer's disease from normal aging using inter-channel coherence network 
graphs. Ann Biomed Eng 41(6): 1233-42 (2013). 
 [70]  van Straaten EC, Scheltens P, Gouw AA, Stam CJ. Eyes-closed task-free 
electroencephalography in clinical trials for Alzheimer's disease: an emerging method 
based upon brain dynamics. Alzheimers Res Ther 6(9): 86 (2014). 
 [71]  Drago V, Babiloni C, Bartres-Faz D, Caroli A, Bosch B, Hensch T, et al. Disease tracking 
markers for Alzheimer's disease at the prodromal (MCI) stage. J Alzheimers Dis 26 Suppl 
3: 159-99 (2011). 
 [72]  Burwick T. The binding problem. WIREs Cogn Sci: n/a (2014). 
 [73]  Treisman A. The binding problem. Curr Opin Neurobiol 6(2): 171-8 (1996). 
 [74]  Li SJ, Li Z, Wu G, Zhang MJ, Franczak M, Antuono PG. Alzheimer Disease: evaluation of a 
functional MR imaging index as a marker. Radiology 225(1):253-9, (2002). 
42 
 
 [75]  Greicius MD, Srivastava G, Reiss AL, Menon V. Default-mode network activity 
distinguishes Alzheimer's disease from healthy aging: evidence from functional MRI. Proc 
Natl Acad Sci U S A 101(13): 4637-42 (2004). 
 [76]  Fox MD, Greicius M. Clinical applications of resting state functional connectivity. Frontiers 
in Systems Neuroscience 4 (2010). 
 [77]  Calderon PL, Parra M, Llibre JJ, Fernandez AE, Gongora EM. The role of the cerebral 
coherence in the progress of the patient with Alzheimer's disease. Rev Neurol 25(145): 
1393-8 (1997). 
 [78]  Dunkin JJ, Leuchter AF, Newton TF, Cook IA. Reduced EEG coherence in dementia: state 
or trait marker? Biol Psychiatry 35(11): 870-9 (1994). 
 [79]  Leuchter AF, Newton TF, Cook IA, Walter DO, Rosenberg-Thompson S, Lachenbruch PA. 
Changes in brain functional connectivity in Alzheimer-type and multi-infarct dementia. 
Brain 115 ( Pt 5): 1543-61 (1992). 
 [80]  Filippi M, Agosta F, Scola E, Canu E, Magnani G, Marcone A, et al. Functional network 
connectivity in the behavioral variant of frontotemporal dementia. Cortex 49(9): 2389-
401 (2013). 
 [81]  Della Sala S, Parra MA, Fabi K, Luzzi S, Abrahams S. Short-term memory binding is impaired 
in AD but not in non-AD dementias. Neuropsychologia 50: 833-40 (2012). 
43 
 
 [82]  Xu Y, Chun MM. Dissociable neural mechanisms supporting visual short-term memory for 
objects. Nature 440(7080): 91-5 (2006). 
 [83]  Staresina BP, Davachi L. Object Unitization and Associative Memory Formation Are 
Supported by Distinct Brain Regions. The Journal of Neuroscience 30(29): 9890-7 (2010). 
 [84]  Song JH, Jiang Y. Visual working memory for simple and complex features: An fMRI study. 
Neuroimage 30(3): 963-72 (2006). 
 [85]  Xu Y, Chun MM. Dissociable neural mechanisms supporting visual short-term memory for 
objects. Nature 440(7080): 91-5 (2006). 
 [86]  Shafritz KM, Gore JC, Marois R. The role of the parietal cortex in visual feature binding. 
Proc Natl Acad Sci U S A 99(16): 10917-22 (2002). 
 [87]  Sanz-Arigita EJ, Schoonheim MM, Damoiseaux JS, Rombouts SA, Maris E, Barkhof F, et al. 
Loss of 'small-world' networks in Alzheimer's disease: graph analysis of FMRI resting-state 
functional connectivity. PLoS One 5(11): e13788 (2010). 
 [88]  García-Cordero I, Sedeño L, Fraiman D, Craiem D, de la Fuente LA, Salamone P, et al. 
Stroke and Neurodegeneration Induce Different Connectivity Aberrations in the Insula. 
Stroke (2015). 
 [89]  Pasquini L, Scherr M, Tahmasian M, Meng C, Myers NE, Ortner M, et al. Link between 
hippocampus' raised local and eased global intrinsic connectivity in AD. Alzheimer's & 
Dementia 11(5): 475-84 (2015). 
44 
 
 [90]  Palop JJ, Mucke L. Network abnormalities and interneuron dysfunction in Alzheimer 
disease. Nat Rev Neurosci 17(12): 777-92 (2016). 
 [91]  Rodriguez R, Lopera F, Alvarez A, Fernandez Y, Galan L, Quiroz Y, et al. Spectral Analysis 
of EEG in Familial Alzheimer's Disease with E280A Presenilin-1 Mutation Gene. Int J 
Alzheimers Dis 2014: 180741 (2014). 
 [92]  Quiroz YT, Budson AE, Celone K, Ruiz A, Newmark R, Castrill+¦n G, et al. Hippocampal 
hyperactivation in presymptomatic familial Alzheimer's disease. Ann Neurol 68(6): 865-
75 (2010). 
 [93]  Hafkemeijer A, Altmann-Schneider I, Oleksik AM, van de Wiel L, Middelkoop HA, van 
Buchem MA, et al. Increased functional connectivity and brain atrophy in elderly with 
subjective memory complaints. Brain Connect 3(4): 353-62 (2013). 
 [94]  Rodda J, Dannhauser T, Cutinha DJ, Shergill SS, Walker Z. Subjective cognitive impairment: 
functional MRI during a divided attention task. Eur Psychiatry 26(7): 457-62 (2011). 
 [95]  Parra MA, Pattan V, Wong D, Beaglehole A, Lonie J, Wan HI, et al. Medial temporal lobe 
function during emotional memory in early Alzheimer's disease, mild cognitive 
impairment and healthy ageing: an fMRI study. BMC Psychiatry 13: 76 (2013). 
 [96]  Gardini S, Venneri A, Sambataro F, Cuetos F, Fasano F, Marchi M, et al. Increased 
functional connectivity in the default mode network in mild cognitive impairment: a 
maladaptive compensatory mechanism associated with poor semantic memory 
performance. J Alzheimers Dis 45(2): 457-70 (2015). 
45 
 
 [97]  Bajo R, Maestu F, Nevado A, Sancho M, Gutierrez R, Campo P, et al. Functional 
connectivity in mild cognitive impairment during a memory task: implications for the 
disconnection hypothesis. J Alzheimers Dis 22(1): 183-93 (2010). 
 [98]  Bokde AL, Lopez-Bayo P, Meindl T, Pechler S, Born C, Faltraco F, et al. Functional 
connectivity of the fusiform gyrus during a face-matching task in subjects with mild 
cognitive impairment. Brain 129(Pt 5): 1113-24 (2006). 
 [99]  Gour N, Felician O, Didic M, Koric L, Gueriot C, Chanoine V, et al. Functional connectivity 
changes differ in early and late-onset Alzheimer's disease. Hum Brain Mapp 35(7): 2978-
94 (2014). 
 [100]  Jacobs HI, Radua J, Luckmann HC, Sack AT. Meta-analysis of functional network 
alterations in Alzheimer's disease: toward a network biomarker. Neurosci Biobehav Rev 
37(5): 753-65 (2013). 
 [101]  Park DC, Reuter-Lorenz P. The adaptive brain: aging and neurocognitive scaffolding. Annu 
Rev Psychol 60: 173-96 (2009). 
 [102]  Grady CL, McIntosh AR, Beig S, Keightley ML, Burian H, Black SE. Evidence from functional 
neuroimaging of a compensatory prefrontal network in Alzheimer's disease. J Neurosci 
23(3): 986-93 (2003). 
 [103]  Grady CL. Cognitive neuroscience of aging. Ann N Y Acad Sci 1124: 127-44 (2008). 
46 
 
 [104]  Grady CL. Age-related differences in face processing: a meta-analysis of three functional 
neuroimaging experiments. Can J Exp Psychol 56(3): 208-20 (2002). 
 [105]  Schwindt GC, Chaudhary S, Crane D, Ganda A, Masellis M, Grady CL, et al. Modulation of 
the default-mode network between rest and task in Alzheimer's Disease. Cereb Cortex 
23(7): 1685-94 (2013). 
 [106]  Koch W, Teipel S, Mueller S, Benninghoff J, Wagner M, Bokde AL, et al. Diagnostic power 
of default mode network resting state fMRI in the detection of Alzheimer's disease. 
Neurobiol Aging (2010). 
 [107]  Buckner RL, Andrews-Hanna JR, Schacter DL. The brain's default network: anatomy, 
function, and relevance to disease. Ann N Y Acad Sci 1124: 1-38 (2008). 
 
 
 
 
